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1ft H J§ # 



ibHttttAJl. 4**J*A, 4#*«***JMliaA44444*. #r 

^4<t#^A(+*4W) + ,#^*^-AT*lt80%^*MClfonto^A > 
'IM-^JHClin. Ther. >10 : 1615-27, 2001], 

&IM1 ^M-t^fLM^H H , #JLi£A7 ^^-^ JMMF-*.*** 

^*#*t*3*4#B#*.JMr4R#*X: n*44AAatA*i£ 

^itb, *f-^MllbAl|ifi>4t#.##4Nr#^ttir. ******* 
T -abJF--UUM 4 4 4*6 . 

4feAA» #TMA4&T^J^&^*4# (Turner, 4fc44^f& 
<Antiviral Res.> 49 (1) : 1-14,2001). a£4.6-f44JMIr**$££. 

# AlUfc44^#aUM* 4ir . £*4b4HlMi A*tt^ A*#*i 44 

*4**4M*4**44ifl*451*tt**4^&4*Ai 
Jte+toJfcrt M4tt*L. 4HtA4t44*»*r^^J»5t 

44*&^JteWJtt*5*AW^*»(Iru«umf-/w, 4444<J. Virol>. 
69 (8): 5142-6, 1995 ; van Kuppeveld ^F/w, EMBO J. 16 (12) : 

3519-32, 1997) , ^J^^ AftttM A4444^4MIAJf 444lfc 

Virol>. 22 (3).- 591-7, 1977 ; Nair, 44&4<J. Virol>. 37(1): 
268-73, 1981; Nalr4FA,4444<J. Virol>. 31 (1) : 184-9, 1979). 
1&* 4 *Wtt *4btt4***+«Mt T**/A4! H *■ *f AJj MMt 

#JL, *-f*#Hft. AAA*, &4tt^'T4'*tt*ti44> JWi* 
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ft m =ft S&3/23M 



<MMMMA*. JUM>(*YIK ( JUH) ^ 5- (N- £&-N- 

W#.$M»J [EIPA] (iC, VIII) W#.$M«I (£, IX) > EIPA #^>fr>fc 

lMW#4Hfr* A** fctf l§ # t <Kf # & . EIPA 4» JM* ft ^MtiL^ 



ii 



03804954. 6 



$ hj & 



@l@^^5-(N-^^-N-^-^)Pir^t^J[EIPA]5«t Rhino 2 £ 
^#4Lj*^&#(Hela) ^J&tf^. (-A-) iNMfcft* <-o-) 

a 2 ajSf4L^^W^Rhlno 14 

® 3 S^tfBIPA^ Rhino 2 *4&/ b ^$£*MM$'A. 

m 4 ®#;M^#ft;3Mt Rhino 14 ^tf^/^^^tf^. 
(-A-) frfclMW* (-0-) ft* ft****, n M i+) ^ 

("A-) &J&fti& (-0-) ft* H*. JMI OK M M if) *£. 
^4^.^ (-A-)j^^J!&^(-o-)ft#^LHj (A n M *)0 ft 

*h$M*t&«i$u&'? fa*ttoi&xiktof$Lft *m*m*j*tiL#m?- 
#ft#*4W^*tt*#*iu:«M*. ##^#&&$iMfr4^ # 

"*ft" fe^-^^i^t^^^^/ 6 ^** 
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% HJ $ J&5/233I 



fefeTJE.***. HNWUl*jL AA&WMe. 
A KMtft ^ & , # 5*- ft — *t * * #Hi 
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^i&a^ *u &> m. fffrm; 

R t J. R»T>MflW-& 1 5'i3**W» JL#>Hfa&tliU F» CK Br, I, 
CN> NC, N0 2 * CF„ COR,, C0 2 R„ OR,, SR,, NRjR 2 > N (=0) 2 > NR,OR 2 , 0NR,R 2 , 
SOR,, S0 2 R„ S0 3 Ri> SONR,R„ S0 2 NR 2 R 2 > SOjNR,R 2 > P(R 2 ) 3 * P(=0)(R 2 )3* 
Si (R,) 3 , B (R,) 2 , (C=X)R,4X (C=X)R„ #t> Xi&U^, JM*&; C,-C 2 . 
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t& IB & wnnm 



Jl<&) , C 2 -C 2 , C 3 -C 8 #o&.*, C-C,«,aldoxy, C,-C 10 

^^^L*, C« - Cl4 3^*., Cl _ Cl4 7}V &-&< 7$v£f , Cj-Cio)^^-* Cl _ ClO 

J&t&, Aftttfl&« Ci-C.[CM, NC, OR,, SRi> NR 2 R 2 , N(=0) 2 , NR,0R 2 , 
0NR,R 2 , SOR,, S0 2 R,, S0 3 R„ SONR^, S0 2 NR,R 2 , S0 3 NR,R 2 , P (R,) 3 > P (=0) (R,) 3 , 
Si (R,) 3 , B(R,) 2 ]*t&; CI, Br, I, N0 2 , CF 3 , CN, 

NC, COR,, C0 2 R,, ORi, SR„ NR 3 R 2 , N(=0) 2 , NR,0R 2 , 0NR,R 2 , SOR,, S0 2 R„ 
S0 3 R,, S0NR,R 2 > S0 2 NR,R 2 , S0 3 NR,R 2 , P(R,) 3 , P(=0) (R,) 3 , Si(R,) 3 , B(R,) 2 ] 

*tafe*.^W C 4 -C,<. &£&£.<te&* ^wfc&, 1- 
#£#*^*, 3H-v^^, 2H-p*^, N-'tb^, 

ffc'Jtg., *fc*Jk, pyradazinyl, «$|* 

JMI**., *l*Jfc.(Indoyl), <9|*Jfc* -A***.. 1,2,3- 

1,2,4-=.^, 1, 2, 3-'&=.»iL&, 1, 2, 4-"«J=. 1,2,5- 
**— «k*., 1,3, 4-*ifc=.«*&, 1, 2, 3, 4-"* =.«!».£., 1,2, 3, 5-"^«fe 
1,3,5-5.**., 1,2,4-JL**, 1,2,3-=.**., 

IM^Jk, 2-#*3|«fc.* > 1,5-jMP*.* **#[3,4-b]ifc«Mk 
Jf-"5l«fe*, W*ig*&(iiidoxazinyl), ^#*S«fe*., 

# [3, 2-b] p*^, [4, 3-b] 

iff, 4b^^^^^Att^^^#JL^^/*^4^^'f 
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ft »J 4? £8/23E 



M^ai^, AH. &> *. CrC., 

*»**.t*Hfcl*. ********** . 

*&*£* CK Br, L N0 2 . CF 3 , 
CN, 0R,> CORn C0 2 Rj. NHRi, NR,R 2 > NR,OR 2 > 0NR,R 2 > SOR,> S0 2 Rn S0 } R„ 
S0NR,R 2 * SO.NR^ S0 2 NR,R 2 , P(R,) 3 , P(=0) (R) 3 , Si(R0j> BR 2 » 

^.2JM*4&*$ C,-C M , Ri* Ra^Rj-Rjs/St^X^W. 

Jl**jL*4M»ttJlf**£.HI, *iJPt-ft*— 

-CxFy, *t x=U 3, y-1 £(2x+l)); "aldoxy" 4tifcJ6., # 

adamantyl SfcSt&&& , 

fetete****— [3. 3. OjJiJPf-jft, [4.3. 0]-=.3fr£*fe* [4.4. 0] 
-=JMMfcC**K [2.2.2]— fe4#jL&&jL*& 

*, ft #&****; «jtUf fe*JL#*Jt***. # 

*ii^^W-Jtit*^ui^*t*jtH, &*> ****it4Ui-f- 

Mffl« «**• *tt*J.* 3U 
**** *fc***, &ffrjfr* &|L4b#. 4Mik 

**. 
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1ft H % &9/23X 



&4a*F|L-f &«fc*, l-#£#*n&*> 3H- 

^-Jtg^ pyradazinyK "$|#&, II 

j&.&(indoylK ~&&H^> 1, 2, 3-J= «L&> 1,2,4- 

=. 1, 2, 3-*&n»&&* 1, 2, 4 1, 2, 5-^^, 1, 3, 4- 

1,2, 3, 4-'& 1,2, 3,5-»&il«M^ 1,3, 5-=^*, 

l,2,4-=.#*. 1,2,3-J=^*, JtH.*fr&* $L&$tJk 

^*(indoxazinyl), 

<*fc*# [4, 3-b] ^«5t&. 
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tt m * 3110/2331 



£.&&; Na-$j^i&#is.#.; NaVmyos inositol 6 ; NaV 

*! ; N-^ Ca 2+ &at, *4*4k1|-*!t. ^^«j#ft*jt«#ifc; P- 
3£ Ca 2 *i|.i£, *^^#iajW*^Ji#»iftJf «^#ifc; Q-^ Capital; 
R-3! Ca 2 *i&jl; T-fi Ca 2+ i&at); *#*fc Ca 2 *i&AJ&at; fefMfttitt 

■ 

Ca^Aitil , Ca 2 * ATPases) ; Ca^aiiit, RYR1, 

RYR2, RYR3, tt*&<ft<MtHk=4**& (NAAP) #»#J»*&#- 
(BDG1)*»IP3 ###&J&l*| Ca 2+ Ca^&H; 

fcAifefltf mat; fcrt&Sfcttmat; 3€ii#Slt^ r*it; Ca 2 * 
ttttUttft***. tAfc-f^ ^fc-^tf); atp-**** mat; « 

-Wbittfut; *jfe4M**t**fe mat; a 41 mat; titfr-Mftr 
*aat. 

static ft Ca 2 7Na* NaT fe^Hfr Ca 2+ iiat 

*-«4*iW*<,t, I-IV 

V)s *JW>(*, VI), VII)*»M 5-(N-^H.-N-^-^)W^- 

^[BIPA] (3. VIII): 
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& BJ % H12/23K 



£ -<VL&tf]4t&yiAHjlLfrm (iC, IX) , EIPA ###4b^4fr: 




IX 



EIPA #4M^-#-##J#fl . 
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T& m ^ JH13/2331 



-f: Na^5lpj.Hir^: HJ&4-£. 2M8^-&^ *8*^> % 

&**> #-£&**, ***** ff* 

JMUM* EIPA; Ca 2+ iti£i&#MM: 

, + ) , 

Calciseptine , Agotoxin , SNX-325 (Segestra *&»*£*-£)* 
SNX-482(Hysteroscates gigas 4&&-f, 
Kurtoxin.^^^-.A^.BIPA;^^^^ rHi£|B#MN: LY97241, 
*»€**&*, Sr'\ Ba J \ Cs 2+ ; &&&tfL¥j ttlifc|&*r#j : 4~.|UMfcfe, 
#£**, *4^** 9--&*Y^ 3M&**. imperator toxin, 

*#**#; i^fc-f-tt Ca Jt -#;$.& ritat|SL«f*J ; Iberiotoxin, (+) - 
®#*4&> Noxiustoxin, |ttf**-A, TBA; 

Ca^Attr^StPHf*!: .Eft**, A**«; *Ut*-f" 

A* Ca*-***t ttWMf *N : *##ft*** Leiurotoxin 1, <+)-* 
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$ BJ 45 jgl4/23jfl 



i 






4-J5Sii.3^^- 1 (BEV-1) 




4\$&a£^-il- 2 (BEV-2) 




A#;fafli fe -«H&3iL«6.& A 1 M. 22 (CAV-1 .£ 22) 




J^Mzfafc-frBtit A 24 (CAV-24) 




>L4^*T#^|-JK&2t^^. B 1 £6 (CBV-1 iL 6) 








A^J&-stfa&& Q fFV-9) 




jfsnJaJMl £ 27 fFV-11 $27) 




JLJ^Ifvfcraj&Jfc- 2Q $ 31 fRV-29 $ 33) 

x^^C-^^ y r4 7pJ"^t 3u JJ \a* t *• 7 jjSm J JJ 




Aifcj&itf jj&Jfc. fi8 $ 71 fHRVfiR £ 71) 




Jfc&M- 1 fHPV-1) 




/^l#*tfcJS"^-#- 2 (HPV-2) 




>M&:#*UUft^4- 3 (HPV-3) 




$tm5&&4r ij.ii (pev-i j. id 




*M£J&i£2*-& 1 J. 18 (SBV-1 J. 18) 


» 


Vilyuisk^4- 




4*J^4k>& 1 (BRV-1) 




+#*M2 (BRV-2) 




+JM***3 (BRV-3) 




A*#**41A (HRV-1A) 




>M&#£4Mb 1 £ 100 (HRV-1 J. 100) 
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itt m 3 »15/23E 





T *JM.rt*(HAY) 




M'ttJJ/L&^.&(EMCV) 

(-JHfrjfcjfc SK^40; (mengovirus) 

('ML Elberfield $&-#•) 




o^^A (FMDV-A) 
°#Mt$-j£' ASIA 1 (FMDV-ASIAl) 

pW4c (fmdy-o 

**MWI-fcO (FMDV-0) 
**fc**SAT 1 (FMDY-SATl) 
CJfr*j*-*SAT 2 (FMDV-SAT2) 

SAT 3 (FMDV-SAT3) 


Parechovirus 


parechovirus 


Brbovirus 




Kobovirus 


Aichi 


Teschovirus 


teschovirus 



tt&fr$]JL bipa ^^Mb^ti-H^-M. 
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& HJ 15 ^16/2315 



ID* +T^-^J»it^4B3 (CVB3)^M42 (RV2)?MM*4l4 (RY14) . 
*Jl«T*. "^MM*" A£> MM**** 4. 

I-IV 

6 v-ix t 

i-iv #4b^#&*##^4frtt4fc^#. 

*t I-IV #*4Mfc^«i±^JRlfl4« I-IV ft 

#fM^M I-iy A*-*4Mb-H** v-ix *4t* 

2$. 3, I-IV 41 V-IX ^4fc^^t^^#^^^1ir«$it5i^T 
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>&ft> AAA, 4MU &&#ft, *HMTMM*; 

:frs£ft> ^1 &a£ft, lift, # 

#.ft, 4Wfjfeft, palmoicacid, ^iftft* 

MM* *T ft, «ft> *M. 2-&ft&£¥ft* $4ft> T £#ft> 

f-^ft, &;&-^£ft (ethane disulfonic)> ^ft> &&#ft^#&. 
**WII#^*ftW4Ti«*^*ltAft4tM^A I-IV ttfli^ 

Remington' s Pharmaceutical Sciences>» , 17th ed. , Mack 
Publishing Company, Easton, PA, 1985, p 1418, jfc^ ti4Hf-rt&£. 
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% m &18/23£ 



*, *#-*Mf.$ A i-iv tJ*Jfc*tf4fc#^#A##lMfc 

*]#*^2$tf&*-T£J*L <*4«J$4fc*f-$ <Remington ' s 
Pharmaceutical Sciences>» , (supra). i£i:#jaM£T«A: -WdK 

#JT«**IAaMt*«., 4fcSt*4a«T**.«4ft.>|»*, **» Hanks 
Ringer ftMl&ajfc*4t*J)M' . *hf&JBUM§ , £*Mllt'fc/R4f * 

4fc f "&#J ^» # # f # Ait -f a 

fr#u ftjiflMHHIti. -t 
&4MM"&6#. #f**ajMr&4fr* Jt» r 



26 



03804954. 6 



itt ® 45 ^19/23^ 



*«.#A«*#Jt, lN*Tft#**«. Aft**.* *#. * 

^JJp, ***** 4**& 

CiJtub+JM, *jft« A&&SM<.#&, iN»JHUM. Ut*fc-MrT 

ft ft * <fc**Mr 4* * ft* # A * tf-fcifcfb 

1Mb, ft&fb, feAAft-f-JMNJ*. 

******** I* TlU^lim, 

ft*, J|l&*i|b+*llt +**«L, 

# #J fe*+*»A*#* -f *ft*#*t**4b<Hfrft * 
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% »J ^ ^20/2331 



To jLttAtiftftfrMfr&fe* afl fl£$4h# (push-fit 

#>M 1$ *b*MfciM* , ft)** Jfc LD5 0 ($t 5 Olfefr <L Jt-t 6* flj *) jfb ED5 0 
LD50/ED50jMfc.*. JMIr*t^«ft*f #ft**fl^*jt*Jt«*. 
^4b^^*Jir^4^#4-f^* ED50 ^MfclV+A/L**** 

rtJtfli. 4**4*4. ^^^*T*Eiii.i±4*^^^^ 

Fingl 3FA, €g#$til$&&jl)li<In : The Pharmacological 
Basis of Therapeutics>» , Ch. 1 pi, 1975). 
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03804954.6 & BJ 45 H21/23M 



•fr* 1-250 ig/*, 10-150 nig/*. fM 

0. 02-25 mg/kg/*t, 0. 02-3mg/kg/*, 0.2-1. 

5mg/kg/A. ^&%¥)fr&.ftfc}tf&> 0. 5-1200 mg/m 2 / 

A, i&HML 0.5-150 mg/m 2 /ii, 5-100 mg/mV*. 

ft)**, iti±^M^Jl#ii#^*b. it A, 
0. 001-51Wjl£ttft$4MqJttt*ti. >W*J*Wa*feWuMWi*. 
^U^K #/oN> «LMK tf#J, J&Jt> -Hh 4ML 

^❖te^Mtrfc*. ##u tUM^ff*. A-*** ft 
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ft 99 45 3g22/23JS 



(RV2K 14 (RV14K frp-fAilM-t BB (CVB3) 

11 (BY 11). ##^4^^TW^|s|^^lfe^t^: RV2frRV14 
A HEL t > CVB3 £ BS-C-1 jfb HeLa (A* M t . 

EV11 * BS-C-1 tim&mW, ££> *» HBL (A£j|EjM|N Jft£)*ljfe 

* n ft * "f-ifc*UMt. 

4U9*lJlfrft#*# Alamar Blue 
*MKl*)^*h-f * 1% v/v »J»+jfa-*(FBS)#«-^Barle's 

JUUlJft J. (MBM) t # 0. 01 +fc9AJM*/*jfeti#*-JMl 2&& l 

*M1) *W*Wb**MrtN*. 34° c TtffcJfcfiMfttir 70 * 

HeLa T 34° CT, £ 12-jLf-#Li* . 

[BIPA], jlfci*, £40$ifcfr*&#J#& > $J& 550Mm-0Mm # MEM(1% 
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& m # £23/2331 



v/v FBS) t 7 0 * Hfr . ^J}&^ 10mMtri-HCIs 150 mMNaCl (pH 

7.5)**, #£34° CT. £lOK#&-fMEM (1% v/v FBS)^**^* 

Alamar Blue (Serotec) £6tt*^Njftjjt£ 500 p 
^ 1 *Bfr. £^&;3Mti+ (Pharmacia Biotech) t* A 

*M^i*tfA<tfc(A570-A600). £&#*-frT, A«JUI.J§*flL# 

Monto , «ijM^£?3r<Clin. Ther>» . 10 : 1615-27, 2001 ; 

Turner «^-&>9f&<Anti viral Res>» . 49 (1): 1-14, 2001; 
Irurzum^Atf, **JM**<J. Virol>. 69(8) : 5142-6, 1995 ; 
van Kuppeveld#-A#, BMB0 J. 16(12): 3519-32, 1997; 
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